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‘Guidance fur Industry 

an&e document applies to you, ai1 tissue ~sta~l~s~rn~nts. We, I! jj Food and Drug 
Adrn~~~strati~~ (FDA), want to remind you that under current FDA re iI,, : tons, you must 
prepare, va~~dat~~ and fullow written procedures to prevent Infectious i,-; !:;e ~untam~natju~ or 
~r~ss~cQ~tam~nat~u~ (both su~seq~e~t~y referred to as ~‘~~ntarn~nati~~~‘) : : . . irtg tissue pr~c~ss~~g 
(21 CFR 1270.3 I(d)). CQ~tam~~ati~~ may be caused by a variety of inl’i. j XMS disease agents 

ing viruses, bacteria, fungi, and tra~srn~ssi~~~ sp~ngif~rm eneephn ;: ~: iathy (TSE)- 
rions. Tfie regufatians ~Qn~~rn~~g human tissue i~t~~d~d 51:: + ~~~spla~tatiQn are 

found in 2 I. CFR parts 1270 and 127 1. Relevant potions of the regulat i: j state that: 

+ ~t~~~c~~~~~~ means any activity performed on tissue, other than tissue recovery, i~~~~d~ng 
~r~parat~~~~ pr~s~~at~~n far storage, andfar removal from storage to assure the quality 
a~~~/~r sterility of human tissue. Pr~~~ss~~g includes steps to ~~act~vat~ and remove 
adv~~titi~~s agents. ” 2 I CFR f 270.?(p). 

e ‘“There shall be written procedures prepared, validated, and followed for pr~v~~ti~n of 
~~fe~t~Q~s disease c~~tarn~nat~~~ or ~rQss-c~~tarn~nat~~~ by tissue during pr~~~ssi~g.” 
2-1 CFR 1270X(d). 

e A]ny facility may use current standard written procedures sucf: ::s those in a tec~~i~a~ 
~~a~~a~ p~~~a~e~ by another ~rga~~zat~~~~ provided the procedux”i: xe ~Q~siste~t with 
and at Ieast as stringent as the r~q~~re~~ents ofthis part.” 2 1. CFX i 270.3 l(e). 

As we explained in the pr~arn~~~ to Part 1270, tk requirement to validas cc written procedures fbr 
preventing c~~tarn~nati~~ by tissues during processing is intended to “‘fx j kate tke timely 
r~~~ssi~g of tissue when necessary (e.g., skin and cornea) while rnai~~~~ ii e i rsg q~ara~tjn~ and 

~~rr~~t good practices pe~~rm~d by ~~d~st~ in daily tissue 13’ :;cessing.” (62 FR 
40429, 40437, July 29, 7997). Current goad practices performed by the : -me i~d~st~ include 
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pr~~~d~r~s to prevent or reduce the risk of ~~ntami~at~~n by adventitious agents, such as viruses, 
ngi, and ~S~~ass~~~at~d prions, during processing. The procedures used ta prevent 
on during processing may vary, depending on the type oftissue and how it is 
No matter which procedures are chosen, however, you most prepare, validate, and 

se procedures before you release human tissue for transplantation from quarantine 
c) and (d)). If you adopt and use current standard procedures, such as those in a 
nual of anctther urgan~~at~~n, those procedures must be ~~ns~st~nt with and at least 

as strongest as the requirements uf Part 1270 (3 1270.3 1 (e)). This me ns that the currant standard 
written procedures you may use have been previously validated as re uired under $j 1270.3 I(d). 
You are nut re revalidate current dard written procedures; however, you should 
verify that the es have been fully pruperfy implemented (see below). 

Validation shows that the procedure QT rclcess is effective, i.e., that you have established by 
o~~~~t~v~ evidence that a process consistently produces a result or pr ct rn~eti~g its 
redetermined spec~~~ati~ns. The FDA regulations under Part 1270 not specifjr how to 

perform va~idat~un. Val~datj~n studies conducted by your establishment or by experts in the field 
be acceptable. Add~t~una~ly~ we realize that currently, with existing te~hn~~ugy, there is no 

quate validation method for procedures intended to address c~nta~~i~at~~n with TSE- 
associated prions. As technology progresses and validation methods become available, you will 
be required to prepare, validate, and fuflow procedures to prevent contamination wit 
associated prions during tissue processing in accordance with 5 1270.3 l(d). Mureov 
pru~ess~ng ‘;“a” increase risk ufTS 5 (e.g., cummjngl~ng of tissues frum deferent donors during 

we strongly encourage you to prepare and f~lfow procedures now that are 
; reliable and effective ta reduce the risk ~f~S~-associated prions transmissiun. For 
ightened screening and stringent recovery prucedures may s~gn~~cant~y decrease the 
ing tissue c~ntal~inat~d with ~S~-ass~~~at~d prions before processing. In addition, 
e studies should be cQns~dered, 

may obtain va~idatj~n data to document the ~~~ctiv~n~ss af a ~ru~~d~~e to 
m~nat~~n in several ways, for example, by: 

+ Verifying full and pruper ~mplem~ntat~un uf a previously validated prucedure such as 
may be fuund in a technical manual af another urgani~at~un~ or 

e ~~r~du~ting literature searches to demonstrate that the procedures implemented are 
Kevin ta be effective in preventing the infectious disease contamination (e.g., 
~nv~r~nrn~nta~ Protection Agency-approved ch~l~~cal st~r~~ants for la~~rat~~ surfaces), 
or 

+ ~~nd~~t~ng off-line or on-line challenges with ~nd~~at~r organisms, as apprQprjat~~ ur 
evaluating the capacity of the manufacturj~g process to prevent ~~nta~~inat~~n during 
professing. 
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~~rj~g FDA ~~~pect~~~~, we may review your validation data tc, ensure you are using efkctive 
revent ~~f~ct~~us disease ~~~ta~i~at~~n (§~2~U.4~ (d)). If you do nat have 
01 do not follow your validated procedures to prevent ~~nta~i~at~~n, we will 

include those ~~di~g~ on a List of ~~~p~cti~na~ Ub~e~at~~n$ (Form FDA-483) and disctrss them 
with YOU. We may also collect copies ofrecords fur fk-ther FDA evaluation, for example, when 

e va~idat~~~ data are complex or the procedures do not appear adequate to prevent ~~f~~t~~u~ 
disease ~~nta~j~at~~~ (5 1270.41(d)). 

* Are d~~~~ta~~nat~~~ praccdures for mrfaces and i~~t~~~~~§ that may contact tissue 
c~nta~i~at~d with viruses (e.g., epatitis, human ~l~~u~~ e~~jen~y virus) or other 

nit organism (e.g., bacteria, Cmgi) eRective in r~~~~vi~g or ~~aGtivati~g 
ious agents, so that tissue is not ~~~~s~~~nta~i~ated~ 

+ Are there repeated instames where test results or adverse ~~~~ti~~ reports 
de~~~~trate that the Gnal product is c~~ta~~nated? If there is ~~~ta~i~ati~~ and the 

sitive test results gannet be d~~~~~trated tu be due to eq@i l-nent ~alfu~~ti~n or 
eratar error, your val~dat~~~ effort may not have ade~uat~~ ac~uu~ted fir pr~cesg 

variability. 

ur c~~r~~t ~~g~~ati~~~ and guidances ~~~cer~i~g human tissue intended far tra~~~~a~tati~~ are 
available at hnp://5;vww.fda.g~v/cber/tiss. htm, 
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